ACRODERMATITIS enteropathica was first recognized as a separate entity by Dan-bolt and Close in 1942, although cases had been previously described in the literature under a variety of titles. The syndrome comprises cutaneous eruption (usually peripheral and hence the term &dquo;acro&dquo;), gastrointestinal symptoms, failure to thrive, and apathy. The disease begins between the age of one week and ten years, females being affected more than males. Most cases have a positive family history with consanguinity in a few of them.
of parents were not related to each other. Case Reports Case 1. N. A. S., a five-month-old girl, was admitted to the American University Hospital of Beirut because of a skin eruption that started around the mouth and progressed to appear on the arms, the feet, the elbows, and the hands. These lesions did not respond to topical therapy with antibiotics and corticosteroids. Later, diarrhea and vomiting began. The infant had been breast fed until the age of two months and the lesions appeared after the change to cow's milk. The parents were first cousins.
On physical examination, she was underdeveloped, sick looking, and irritable. Her elbows, feet, hands, and the skin about her body orifices were covered with erythematous, scaly, dry, and elevated skin lesions. She had lost her eyebrows and her hair over the occipitonuchal region.
Laboratory data revealed a normal hemogram and urinalysis. Proteus organisms and yeast-like fungi were cultured from the skin. The stool culture grew Proteus organisms but no fungi. Hexa-chlorophene (3%) soap, was used for local cleansing of the skin lesions.
Since the skin lesions were consistent with acrodermatitis enteropathica, di-iodohydroxyquinoline by mouth, I g daily, was started. One month after initiation of therapy, the skin lesions had cleared and the diarrhea had subsided. This remission lasted for five months, until di-iodohydroxyquinoline was discontinued; relapse then occurred. When the drug was started again, the patient improved. She has been lost to follow-up. Case 2. Sh. R., a nine-month-old boy, was breast fed till the age of two months, then changed to cow's milk. Soon afterwards, erythematous vesicular skin lesions appeared over the face and extremities. These lesions did not respond to therapy with antibiotics and corticosteroids, and bouts of gastroenteritis began. The parents were first cousins.
Physical examination revealed an underdeveloped and irritable infant whose face, extremities, and perineum were covered with erythematous, vesicular, and crusty skin lesions.
Laboratory data revealed a normal hemogram and urinalysis. The skin biopsy was consistent with acrodermatitis enteropathica. Immunoelectrophoresis revealed qualitative absence of IgM. Skin culture grew Pseudomonas pyocyaneus.
Gentamycin parenterally was used with 3 per cent hexachlorophene soap locally to treat the skin infection. Unfortunately, the patient's condition deteriorated rapidly and he passed away on the tenth hospital day before the initiation of di-iodohydroxyquinoline therapy. his last relapse did not respond to therapy, the patient was admitted to our hospital. There was no similar case in the family. The parents were first cousins.
On physical examination, he was underdeveloped and irritable; his elbows, wrist, knees, ankles, and perioral, perianal, and scrotal areas were covered with erythematous, eroded, crusty and oozing skin lesions ( Figs. 1-3 ). He had alopecia totalis, paronychiae, and bilateral optic atrophy.
Laboratory data revealed a normal hemogram, urinalysis, stool microscopy, and culture. Sudan III and gelatin digestin tests of the stools were also normal. Serum electrolytes, urea nitrogen, prothrombin time, lipids, proteins, albumin, globulin, calcium, and sugar concentrations were normal.
Protein and immunoelectrophoresis were normal as well as the sweat chloride. The bone age was one and a half years delayed. Cultures from the skin grew Staphylococcus aureus (coagulase positive) and Bacillus alkaligenes; scrapings for fungi were negative. The skin biopsy revealed hyper-and parakeratotic changes, acanthosis, and chronic inflammatory changes.
The patient was bathed twice daily with 3 per cent hexachlorophene soap and the skin lesions were locally treated with an ointment containing neomycin and antifungal agents. Cow's milk was replaced by a soy bean substitute. Di-iodohydroxyquinoline, 2 g by mouth daily, was started.
Within two weeks, the skin lesions improved remarkably and the hair started to grow. At present, the patient is doing very well except for his optic atrophy and marked loss of vision.
Discussion

Clinical Manifestations
Acrodermatitis enteropathica usually manifests itself during infancy, shortly after the infant has been weaned or started on supplementary formula. The skin lesions are first to appear. These are localized about the body orifices, occiput, and extremities. Initially they are vesiculobullous, later they become dry and crusted. During remissions, resolution of the dermatitis leaves no scarring. Alopecia is present and is often total with loss of the eyebrows and eyelashes. Paronychiae are common and the nails may be dystrophic. In skin biopsy, intraepidermal bullae, acantholytic cells, hyper-and parakeratotic changes are observed. 6 Diarrhea, which usually follows the skin lesions, comes in bouts and occurs in 90 per cent of the cases., Superficial ulcerations have been described on postmortem examination of the large boi;el.7 Candida has been cultured from the stools, but most authors regard this as a secondary invader.4 Failure to thrive, apathy, and irritability are prominent symptoms. Photophobia, conjunctivitis, glossitis, and stomatitis with thrush may be presen t. 2, s~ ~ 9 Theories of Pathogenesis Several hypotheses have been suggested to explain the pathophysiology of this disease. Cow's milk has been thought to be an etiologic factor,3 since the rash usually begins after weaning the infant or when supplementary formula is added to breast feeding. This happened with our three patients. Brandt gested that a hormonal factor may influence the progress of the disease.
Management
Since the precise pathogenetic mechanism is unknown, therapy remains empirical. Diiodohyfdroxyquinoline has proved to be beneficial with both the skin and the intestinal tract. Bloom and Vedder 4, emphasized that large daily doses (2 to 4 g by mouth) of diiodohydroxyquinoline for a minimum of three weeks are necessary to evaluate its effectiveness. Most patients must have continuous therapy for years to prevent further exacerbations, Optic atrophy, as in our third case, is a complication of prolonged use of this drug in high dosages, and therefore a minimal dose should be maintained. Cow's milk should be avoided and all secondary infections should be treated.
